Attorney Docket No.: ISPH-0595US.P1 (ISIS.019CP1) 
Serial No. 10/684,440 

SUMMARY OF INVERVIEW 

Identification of Claims Discussed 

Claims 4-18, 22, 25, 30 and 32-39 were discussed. 
Identification of Prior Art Discussed 

Prior art cited in the office action mailed August 26, 2005 was discussed. 
Results of Interview 

The interview included a discussion of the in vivo data contained in the 1 . 1 32 Declaration 
filed 5/25/2005, discussion of re-establishing priority to render the 1.131 Declaration effective, 
and discussion of potential amendments to the claims to obviate rejections over the art as well as 
112 rejections. 
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REMARKS 

Applicants would like to thank Examiners Bowman and Schultz for the personal 
interview granted on November 2, 2005 to Applicants' representatives Jason Ferrone and 
Frances Putkey. The current response is being filed in connection with an RCE, and thus 
constitutes a submission under 37 C.F.R. § 1.1 14(c). Also being submitted with this response is 
an Information Disclosure Statement and accompanying PTO/SB/08 Equivalent listing 5 
references. 

Following entry of the amendments submitted herewith, Claims 6-8, 14-17, 22, 25, 30, 
32, and 40-59 will be pending in the instant application. Claims 1-5, 9-13, 18-21, 23, 24, 26-29, 
31, and 33-39 are canceled without prejudice or disclaimer. Applicants reserve their right to 
pursue the subject matter of these claims in one or more continuing applications. 

Claims 6-8, 14-17, 22, 25, and 30 have been amended. Claims 40-59 are new. Support 
for the amendments to Claims 6-8, 14-17, 22, 25, and 30 can be found throughout the instant 
specification, including the claims as originally filed, as well as at page 4, lines 16-30; page 11, 
line 26 to page 12, line 33; and page 52, line 28 to page 53, line 18 of the priority document U.S. 
Patent Application No. 09/923,515. Support for newly added Claims 40-59 can be found at page 
22, line 2; page 30, lines 14-17 and elsewhere throughout the instant specification, including the 
claims as originally filed, as well as at page 12, lines 32-35 of the priority document U.S. Patent 
Application No. 09/923,5 15. Accordingly, no new matter has been added to this application. 

Response to Arguments-Claim Rejections 

35 U.S.C §112- Enablement 

The Examiner rejects claims 4-18, 22, 25, 30, and 32-35 under 35 U.S.C. §112, first 
paragraph, as allegedly failing to comply with the enablement requirement. Applicants 
respectfully disagree. 

The Examiner asserts that the declaration pursuant to 37 CFR § 1.132 filed 5/25/05 
provides no evidence that targeting and inhibiting apolipoprotein(a) in mice is correlative to 
treating a human condition and provides no data supporting apolipoprotein(a) protein reduction 
in mice. Additionally, the Examiner alleges that the genus of antisense oligonucleotides 
disclosed in the declaration pursuant to 37 CFR § 1.132 is not indicative of the scope of the 
instant claims. 
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In order to further demonstrate that the specification does enable the pending claims, 
Applicants provide herewith a second Declaration of inventor Mr. Mark J. Graham under 37 
CFR § 1.132. This Declaration shows that mice transgenic for apolipoprotein(a) are indeed 
widely accepted by those of ordinary skill in the art as a valid model for human 
apolipoprotein(a)-related disease conditions. For example, Mr. Graham provides several peer- 
reviewed journal articles showing that the human apolipoprotein(a) transgenic mouse model is 
used by those of ordinary skill in the art to investigate the involvement of apolipoprotein(a) in 
the progression of human atherosclerosis. Based on the published evidence set forth in the 
Declaration, Mr. Graham concludes that transgenic mice provide a widely accepted, valid model 
for human apolipoprotein(a)-related disease conditions. As such, targeting and inhibiting 
apolipoprotein(a) in transgenic mice expressing human apolipoprotein(a) is correlative to treating 
a human apolipoprotein(a)-related condition. 

In addition to the foregoing, Mr. Graham's Declaration demonstrates that both 
apolipoprotein(a) mRNA and protein levels are reduced in response to treatment of such 
transgenic mice with an antisense oligonucleotide described in the specification. In particular, 
Mr. Graham provides experimental results showing that, in addition to reducing 
apolipoprotein(a) mRNA in the liver, an antisense oligonucleotide of the invention reduces 
apolipoprotein(a) protein in the serum of transgenic mice expressing human apolipoprotein(a). 
Accordingly, antisense oligonucleotides of the invention do reduce apolipoprotein(a) protein. 

Applicants also maintain that both the specification as filed and Mr. Graham's 
declarations pursuant to 37 CFR § 1.132 fully enable the use of a broad genus of antisense 
oligonucleotides targeted to apolipoprotein(a) in the claimed methods. Clearly, the specification 
teaches how to make and use antisense oligonucleotides targeted to a nucleic acid molecule 
encoding apolipoprotein(a), and the specification provides examples of such antisense 
oligonucleotides that were tested in vitro for their ability to reduce levels of apolipoprotein(a). 
The specification also describes over many pages how to chemically modify any of the 
compounds to increase their activity. One of ordinary skill in the art, upon review of this 
specification would immediately know how to make antisense oligonucleotides having varying 
degrees of complementarity to a nucleic acid molecule encoding apolipoprotein(a) from the 
teachings of the specification and the detailed structure of apolipoprotein(a) provided by 
Applicant in SEQ ID NO: 4. Thus, making any particular antisense oligonucleotide, whether it 
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have 70%, 75%, 80%, 85%, 90%, 95%, 100% or any other degree of complementarity to a 
nucleic acid molecule encoding apolipoprotein(a), is within the scope of knowledge of one of 
ordinary skill in the art. All that is necessary is that a target region of SEQ ID NO: 4 be chosen, 
and the appropriate antisense oligonucleotide against that target region be synthesized as 
described in the specification. Once such a sequence is prepared, it can be tested for efficacy by 
the teachings in the examples of how to determine whether a sequence functions in vivo or in 
vitro to inhibit apolipoprotein B. Thus, while the data provided in the examples relates to the 
species of antisense oligonucleotides having 100% complementarity to a nucleic acid molecule 
encoding apolipoprotein(a), the specification provides sufficient guidance to one of ordinary skill 
in the art to make an antisense oligonucleotide having any degree of complementarity to a 
nucleic acid molecule encoding apolipoprotein(a) and thereafter test it to determine whether or 
not it functions to inhibit apolipoprotein(a) expression. 

In view of the foregoing remarks, Applicants maintain that claims reciting the use of 
antisense oligonucleotides having at least 70% complementarity to SEQ ID NO: 4 are fully 
enabled. Nonetheless, solely to expedite the issuance of this application, Applicants have 
amended claims 25 and 30 to remove the "at least 70% complementary" limitation. 

In view of the foregoing remarks and amendments, Applicants respectfully request that 
the Examiner withdraw the rejection of Claims 6-8, 14-17, 22, 25, 30, and 32 under 35 U.S.C. 
§112, first paragraph. The rejection of Claims 4, 5, 9-13, 18 and 33-35 is obviated as these 
claims have been canceled. 

35 U.S.C. 103(a) 

The Examiner rejects Claims 4-18, 22, and 25 under 35 U.S.C. §103(a) as allegedly being 
unpatentable over Morishita et al., in view of Frank et al., and further in view of Baracchini et 
al., for the reasons of record set forth in the office action mailed 1/26/05. 

In view of the current amendments to Claim 25, particularly the addition of the limitation 
that the "antisense oligonucleotide does not substantially inhibit plasminogen," Applicants 
respectfully submit that this rejection is rendered improper because the cited references neither 
alone or in combination teach or suggest all of the limitations of Claim 25 or the claims 
depending therefrom. 

Applicants would also like to point out that amended Claim 25 and the claims depending 
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therefrom are supported by the priority document U.S. Patent Application No. 09/923,515, filed 
August 7, 2001. (See U.S. Patent Application No. 09/923,515 at page 4, lines 16-30; page 11, 
line 26 to page 12, line 35; and page 52, line 28 to page 53, line 18). Additionally, the 
Declaration under 37 C.F.R. §1.131, which was filed with the response of May 25, 2005, shows 
that Applicants conceived and reduced the claimed invention to practice prior to the publication 
of Frank et al. Accordingly, Frank et al. does not constitute prior art under 35 U.S.C. § 103(a). 

For at least the reasons stated above, the combination of Morishita et al., Frank et al. and 
Baracchini et al. does not render any of the pending claims obvious. As such, Applicants 
respectfully request that the Examiner withdraw the rejection of Claims 6-8, 14-17, 22 and 25 
under 35 U.S.C. § 103(a). The rejection of Claims 4, 5, 9-13 and 18 is obviated as these claims 
have been canceled. 

Response to New Objections/Rejections 

35 U.S.C. 112- Enablement 

The Examiner rejects Claims 36-39 under 35 U.S.C. 112, first paragraph, as allegedly 
failing to comply with the enablement requirement. For the reasons stated above, with respect to 
the rejection of Claims 4-18, 22, 25, 30, and 32-35, Applicants respectfully disagree. However, 
solely in an effort to advance prosecution, Applicants have canceled Claims 36-39, rendering this 
rejection moot. Accordingly, Applicants respectfully request withdrawal of this rejection. 

35 U.S.C. 102 

The Examiner rejects Claims 4-7, 9-14, 25, 30, 32, 33, 35, and 37-39 under 35 USC 
102(b) as allegedly being anticipated by Rouy et al. In particular, the Examiner asserts that Rouy 
et al. disclose all of the elements of Claims 4-7, 9-14, 25, 30, 32, 33, 35 and 37-39, including 
antisense nucleic acids that inhibit apolipoprotein(a) expression. Applicants respectfully 
disagree. 

Applicants maintain that Rouy et al. do not anticipate any of Claims 4-7, 9-14, 25, 30, 32, 
33, 35, and 37-39. However, because Claims 4, 5, 9-13, 33, 35 and 37-39 have been canceled, 
this rejection is currently only relevant with respect to Claims 6-7, 14, 25, 30 and 32. With 
respect to these claims, only Claims 25 and 30 are independent. Each of Claims 25 and 30 recite 
the limitations that the antisense oligonucleotide "inhibits the expression of apolipoprotein(a) 
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mRNA by at least 10%" and "does not substantially inhibit plasminogen." Rouy et al. describe 
the construction of a rabbit transgenic for apolipoprotein(a). Rouy et al. do not disclose any 
antisense oligonucleotides targeted to apolipoprotein(a), which inhibits the expression of 
apolipoprotein(a) mRNA by at least 10%. In fact, Rouy et al. does not disclose even a single 
antisense oligonucleotide that is capable of inhibiting the expression of apolipoprotein(a) mRNA. 
Additionally, Rouy et al. does not disclose any antisense oligonucleotide that does not 
substantially inhibit plasminogen let alone an antisense oligonucleotide that both inhibits the 
expression of apolipoprotein(a) mRNA by at least 10% but does not substantially inhibit 
plasminogen. As such, Applicants submit that for at least the foregoing reasons, Rouy et al. does 
not anticipate the currently pending claims. 

In view of the foregoing remarks, Applicants respectfully request that the Examiner 
withdraw the rejection of Claims 6-7, 14, 25, 30 and 32 under 35 U.S.C. § 102(b). 

35 U.S.C. 103(a) 

The Examiner rejects claims 33 and 37-39 as being obvious over Morishita, et al. in view 
of Frank, et al., and further in view of Baracchini, et al., and further in view of Rouy, et al. 
Applicants respectfully disagree. However, solely in an effort to advance prosecution of the 
instant application, Applicants have canceled claims 33 and 37-39, rendering the rejection moot. 
Accordingly, Applicants respectfully request withdrawal of this rejection and allowance of the 
pending claims. 

CONCLUSION 

Applicants believe that all outstanding issues in this case have been resolved and that the 
present claims are in condition for allowance. Nevertheless, if any undeveloped issues remain or 
if any issues require clarification, the Examiner is invited to contact the undersigned at the 
telephone number provided below in order to expedite the resolution of such issues. 
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Please charge any additional fees, including any fees for additional extension of time, or 
credit overpayment to Deposit Account No. 11-1410. 

Respectfully submitted, 

KNOBBE, MARTENS, OLSON & BEAR, LLP 



Dated: FcW^^h, Zoofr 



By: 





Jeny L. Heme 
Registration No. 53,009 
Attorney of Record 
Customer No. 55,389 
(619) 235-8550 



2374557:021406 
2399111:022406 
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